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Oculocutaneous albinism (OCA) comprises a group of autosomal recessive disorders with a
clinical spectrum that ranges from the most severe OCA type 1A (OCA1A, OMIM 203100),
with a complete lack of melanin production throughout life, to milder forms (OCA1B,
OMIM 606952; OCA2, OMIM 203200; OCA3, OMIM 203290; and OCA4, OMIM
606574) [Grønskov, 2007]. At least four human genes are implicated; TYR, P, TYRP1and
MATP. There are also syndromic forms of OCA, among which is Hermansky-Pudlak
syndrome (HPS, OMIM 203300), an autosomal recessive disease characterized by OCA,
bleeding tendency due to platelet storage-pool deficiency, and variable manifestations due to
lysosomal ceroid lipofuscinosis in multiple organs. [Wei, 2006; Huizing and Gahl, 2002;
Gahl et al., 1998; Li et al., 2003]. The clinical manifestations of different HPS types are
variable and at least 8 human types have been described associated with mutations in 4
ubiquitously expressed protein complexes genes; adaptor protein-3 (AP-3) and biogenesis of
lysosome-related organelles complex 1 through -3 (BLOC-1,-2 and -3) [Dell’Angelica,
2004].
Here we present a patient with oculocutaneous albinism type 1, recurrent rhabdomyolysis
and bleeding diathesis. Our patient (Fig. 1A) was a 14.5 year old girl from Corfu island
(Greece), born at term to healthy, nonconsanguineous parents. She had oculocutaneous
albinism, horizontal nystagmus, photophobia and severely decreased visual acuity. Her
Corresponding author: Despina Contopoulos-Ioannidis, Assistant Professor of Pediatrics, Department of Pediatrics, University of
Ioannina School of Medicine, Ioannina, 45110, Greece Tel: +30-2651-97737, fax: +30-2651-97867, e-mail: dcontop@cc.uoi.gr.
NIH Public Access
Author Manuscript
Am J Med Genet A. Author manuscript; available in PMC 2009 December 1.
Published in final edited form as:













motor and mental development were reported to be normal with no musculoskeletal
abnormalities. She had a history of Henoch-Schönlein purpura, post-streptococcal
glomerulonephritis and bleeding tendency with heavy menstruation. She had no history of
respiratory problems, frequent bacterial infections, neutropenia or any evidence of
immunodeficiency. Perinatal history was non-contributory and there was no family history
of recurrent rhabdomyolysis or OCA. Since age 10 years she has developed recurrent
episodes of rhabdomyolysis and myoglobinuria, which occurred during febrile illness or
after strenuous exercise, associated with progressively worsening generalized myalgia,
severe proximal muscle weakness and severe abdominal pain. During these episodes she had
significant elevation in serum creatine kinase (max 140,000 IU/L), aspartate and alanine
transaminase, lactate dehydrogenase, aldolase and urine myoglobin casts. Between episodes,
her creatine kinase was 2.5 times the upper normal limit. Her third episode occurred at the
age of 14.5 years, with complete recovery within 10 days, with aggressive hydration only.
She denied exposure to toxins, drugs, anesthetics, recreational drugs, inhalation of irritant
substances, any serious trauma, allergies, bites or unusual food intake. Within the following
2.5 years she frequently complained of muscle cramps that resolved with rest, and severe
lower abdominal pain, responding to analgesics.
Results of workup for infectious and endocrine causes of recurrent rhabdomyolysis were
normal. Blood gases, serum glucose, lactate, ammonia, amino acids, acyl-carnitines and
urine organic acids were normal. Electromyography, electroneurography, brain MRI/ MRI
spectroscopy and forearm-ischemia exercise test (McArdle test) were normal, with no
ketonuria during the test. Mild non-ketotic hypoglycemia developed after an 18 hours
fasting-tolerance test. Fatty acid oxidation studies in skin fibroblasts, including palmitate
loading test, carnitine palmitoyl-transferases, short, middle, long and very-long chain acyl-
CoA dehydrogenases, and oxidative phosphorylation complex I–IV enzymatic activity were
also normal. Pyrosequencing analysis of mitochondrial DNA did not document any of the
known point mutations (MELAS m.3243A>G, MERRF m.8344A>G and Leigh/NARP m.
8993T>G/C).
Due to the history of bleeding tendency, she was further investigated for possible HPS.
Electron microscopy of platelets, showed platelet storage-pool deficiency, with two aberrant
subpopulations; one with complete absence of dense-bodies and the other with very few
dense bodies (Fig.1B,C). Platelet dense-bodies absence is considered pathognomonic for
HPS. Nevertheless, normal platelets were also present and a platelet aggregation test was
normal. Results of coagulation studies, clotting factors, complement component C4, platelet
counts and bone marrow aspirate were all normal. Sequencing analysis for the 5 most
frequently mutated HPS-related genes-HPS1 and HPS4 (BLOC-3); HPS3, HPS5 and HPS6
(BLOC-2); DTNBP1/HPS7 and BLOC1S3/HPS8 (BLOC-1)-did not show any mutations in
their exons or their surrounding intron/exons boundaries [Wei, 2006;Dell’Angelica,
2004;Huizing and Gahl, 2002].
On physical examination she had an elevated body mass index (BMI:31), symmetrically
decreased muscle strength (4/5), slight dysmetria, minimal tremor in the coordination test of
upper limbs, OCA, horizontal nystagmus and decreased visual acuity (Fig. 1A); otherwise,
she had no hearing deficit, skeletal abnormalities, ophthalmoplegia, blepharoptosis or any
other anomalies.
On muscle biopsy an increased percentage (30%) of muscle fibers was hypertrophic; 15% of
the muscle fibers had 1 or more internal nuclei (normally up to 3%) (Fig. 1D). Moreover,
fiber splitting correlating with muscle fiber hypertrophy was also observed. Staining for
oxidative enzyme activity showed only a few muscle cores. No lipid accumulation or
glycogen storage was detected. Moreover, muscle phosphofructokinase and phosphorylase
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kinase activity was normal. On electron-microscopy only one abnormal mitochondrial
structure was seen; no abnormalities were detected in the Golgi structure and the lysosomes.
No biochemical evidence was found for mitochondrial disease; substrate oxidation and
adenosine triphosphate (ATP) production from pyruvate oxidation were normal and no
alteration was found in the oxidative phosphorylation (OXPHOS) enzyme activities I–V and
the activity of the pyruvate dehydrogenase complex. As the muscle biopsy histologic
findings of fiber hypertrophy and presence of internal nuclei can be found in malignant
hyperthermia syndrome (MHS, OMIM 145600) and central core disease (CCD, OMIM
11700) [Jungbluth, 2007], further sequencing was performed for the ryanodine receptor-1
(RYR1) gene, which has been associated with these two conditions. No mutations were
identified in any of the 15 RYR1 sequenced exons (exons 2,6,9,11,12,14,15,17,39,40,45,46,
100–102, including the 3 mutational “hot spots” in the N-terminal, central and C-terminal
residues) [Quane et al., 1993]. Moreover, screening for microdeletions, with array-
comparative genomic hybridization (array-CGH) assays (Affymetrix, 250k SNP-array
platform) did not uncover any aberrations such as loss or gain of genetic material. However,
three large homozygous regions were identified; a 19 Mb region on chromosome 11q13.5–
q21 (76.0–95.0), a 6.5 Mb on chromosome 13q21.1–q21.2 (54.5–61.0) and a 1.6 Mb on
chromosome 13q33.1–q33.2 (103.5–105.1). Sequencing analysis of the tyrosinase (TYR)
gene, located in 11q14–q21, identified a homozygous missense mutation P21S (c. 61C>T)
(Fig. 1E–F). This mutation has previously been reported in Caucasian patients with OCA1
[King et al., 2003]. Sequencing of the P gene (OCA2) revealed no mutations. Although
there was no reported parental consanguinity, the presence of large homozygous regions
suggests that this possibility could not be completely excluded as both parents originated
from the same island (Corfu).
Here we presented a patient with a previously unreported combination of oculocutaneous
albinism type-1, platelet storage-pool deficiency and recurrent rhabdomyolysis. Based on
the muscle biopsy histologic findings and the patient’s clinical history, we considered that
our patient had an MHS-susceptibility phenotype. MHS-susceptible persons can develop
severe rhabdomyolysis post anesthesia, but also post severe exercise in hot conditions and
post infections [Rosenberg et al., 2007]. This was probably the case with our patient. MHS
has common genetic background and overlapping manifestations with CCD [OMIM
117000; Jungbluth, 2007]; however, the histopathology in our case did not confirm CCD.
Moreover, although muscle fiber hypertrophy can occur post rhabdomyolysis, the muscle
biopsy in our patient was performed more than 1 year post rhabdomyolysis, making this
alternative less likely.
MHS usually is inherited as an autosomal dominant disease [OMIM 145600], but there are
cases of autosomal recessive inheritance and rare sporadic cases [Manzurt et al., 1998].
Almost half of MHS cases have been linked to at least 25 mutations in the RYR-1 gene
[Rosenberg et al., 2007; Quane et al., 1993]. RYR-1 is one of the genomically most complex
genes in humans, with 15.5 kilobases (106 exons), located on 19q12–13.2 [Phillips et al.,
1996], encoding a large sarcoplasmic reticulum 563 kDa protein [MacLennan and Phillips,
1992]. Our sequencing analysis did not detect any RYR-1 mutation. However, it is possible
that mutations in other non-sequenced susceptibility loci may have been implicated
[Rosenberg et al., 2007].
Platelet storage-pool deficiency has not been previously reported to be associated with
recurrent rhabdomyolysis or any type of muscle dysfunction. Moreover, none of the reported
cases of genetically confirmed HPS patients had recurrent rhabdomyolysis or any known
mutation for OCA type 1–4 [Garrison et al., 2004]. HPS patients with BLOC 2–3 defects
display a complete absence of platelet dense bodies [Huizing and Gahl, 2002]. Only two
HPS patients with BLOC-1 defects are described; one with DTNBP1 (HPS7) mutations [Li
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et al., 2003] and one with BLOC1S3 (HPS8) mutations [Morgan et al., 2006]. Mouse models
for almost every subunit of BLOC-1 exist, but none of these mice has apparent neurological/
muscle involvement [Li et al., 2004]. Of interest is that DTNBP1/HPS7 codes for dysbindin,
which binds dystrobrevins. Dysbindin, when assembled into the BLOC-1 complex cannot
bind dystrobrevins [Nazarian et al., 2006]; however, mutations may alter it's binding
characteristics, allowing for dystrobrevin binding and thus decreasing the dystrobrevin pool
available for physiologic muscle function. Dysbindin mutations can also alter its binding to
myospryn, and thus also affect muscle function [Benson et al., 2004]. Nevertheless,
sequencing in our patient for 7 HPS-related genes, including DTNBP1, did not reveal any
mutations. Furthermore, it is unlikely that our patient has a defect in AP-3 [Wei, 2006;
Huizing et al., 2002] as among the few reported patients all had a history of frequent
infections and none had rhabdomyolysis.
In conclusion, this is the first report of a patient with OCA1 presenting with recurrent
rhabdomyolysis due to an MHS-susceptibility phenotype and bleeding diathesis due to
platelet storage-pool deficiency. As the clinical spectrum of OCA1 is very limited to ocular
defects and melanin deficiency in the skin, it is unlikely that these findings represent an
extended clinical spectrum of the disease. If this co-occurrence is not a coincidence, it might
represent a new distinct genetic syndrome with platelet storage-pool deficiency and severe
muscle involvement in a patient with OCA1 disease.
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A: Image of our patient with oculocutaneous albinism (white skin and hair; eyebrows with
slight brown pigmentation; few melanocytic nevi). B: Platelets electron micrograph
(magnification X7000), with absent dense bodies and uniform cytoplasm, without
membranous inclusions in the majority of the platelets (long arrows). C: Enlarged image of
platelets subpopulation corresponding to right long arrow of Fig 1A. (magnification
X17000;Ultra thin sections of dehydrated platelet pellets were stained with uranyl acetate
and lead citrate and observed under a Zeiss EM900 transmission electron microscope). D:
Transverse muscle biopsy section from the quadriceps muscle showing 3 muscle fibers with
1 or more internal nuclei; in 1 of these fibers a splitting line can be seen. (Black bar: 50
micron. Hematoxylin-Phloxine stain). E–F: Sequencing results for tyrosinase (TYR) gene of
DNA samples obtained from a normal individual (E) and our patient (F). The arrow
indicates the position of the base substitution c.61C>T identified in our patient,
corresponding to the p.P21S amino-acid substitution, that has been associated with OCA
type 1 in Caucasians.
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